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WHAT IS CLAIMED IS: 

1 . A method of preparing a cell activating composition, 
comprising: 

homogenizing pAncreatic tissue in buffer at pH about 7 to about 8; 
5 removing particulates; 

optionally incubating the resulting homogenate with a protease; 
fractionating the hpmogenate and selecting fractions that exhibit 
cell activation activity. 

2. The method if claim 1, wherein the homogenate is 
10 fractionated by size and components with molecular weights of 3 kD and 

greater are removed. 

3. The method of\claim 2, further comprising subjecting, the 
resulting homogenate to Fas\ Pressure Liquid Chromatography (FPLC); 

ctrons 



15 



20 



25 



and selecting and combining firactrons that have cell activation activity. 



4. The method of d 
resulting active fractions t 
and 

selecting and combining fr 

5. A cell acti 



m 3\ further comprising subjecting the 
essure Liquid Chromatography (HPLC); 



>n 



:tions^that^have cell activation activity, 
fsition produced by the method of 



claim 1 . 
6. 

claim 2. 
7. 

claim 3. 
8. 

claim 4. 
9. 



A cell activation composition produced by the method of 
A cell activation composition produced by the method of 
A cell activation composition produced by the method of 



30 



The method of claim 1, wherein cell activation activity is 
assessed by measuring fee radical formatiorL pseudopod formation, 
adhesion molecule expression, granular release, production of 
inflammatory mediators, or any combination traereof. 
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5. 



c 



10. A method of improving treatment outcome or reducing risk 
of treatment, comprising: 

assessing treatment optiorfs for a disease or conditionjyyj 
^measuring cell acti vatio n levels in avsubject; and, if elevated, 



-administering activation lowering ther\apy prior to commencing further 
treatment for the disease or condition. 

1 1. The method of claim 10, wherein cell activation is assessed by 
assays that measure one or more of the level of^freeTadical productiorix 



10 



pseudopod formation, adhesion molecule expression and degranulation. 



12. The method of claim 10, wherein the v 6Tsease or condition 



tr^atedte selected from cardiovascular disease, inflammatory disease, 
trauma, autoimmune diseases, arthritis, diabetes and diabetic 




complications, stroke, ischemia, Alzheimer's disease. 

13. The method of claim 10, wherein the treatment being 



15 




20 



assessed is surgery, treatment of unstable angina oi\^reatment for trauma 

14. ^The method of claim 10, wherein activation loWering~therSpy 
comprises administering ^^^tease inhibitor^dialysis, alterations in 
lifestyle to reduce stress, or aIterations~in~tliet. 

15. The method of claim 14, wherein the protease inhibitor is a 
serine protease inhibitor. 

16. The method of claim 14, wherein the protease inhibitor is 
selected from among ^-proteinase inhibitor (a r antitrypsin), a 2 - 
macroglobin, inter-a^ -trypsin inhibitor, and c^-antichymotrypsin. 

TJ=*e-method- o f c lai m - 1 0 , wh erejrtrt±rg :: d^ 



-j-—-"" I \y = H=*e-me th o d o f c l a i m 1 0 , wh erejrtrttrg :: d1§or^ selected 

^^(AV^j2o from the group^const^ infarction, stroke, hemorrhagic 

y ^shogjg r'dTabetic retinopathy, diabete s ,„and-v^aoxis4R^ J 

18. The method of claim 14, wherein the protease inhibitor is 6- 
amidino-2-naphthyl p-guanidinobenzoate dimethanesulfonate or a 
pharmaceutical^ acceptable salt, acid, ester and other derivatives thereof. 



lac^Bi 
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A method of treating or preventing disorders mediated by 
Appropriate cellular activation, compjf&ng administering an effec tive 
amount of a protease inhibitor, whereinfrhe amount is effective in 
lowering cell activation. \ 
5 ^^.-^2Gk— ^he^^ 





21. The method of claim 20, wherein the protease inhibitor is 6- 
amidino-2-naphthyl p-gu\anidinobenzoate dimethanesulfonate, a 
chymotrypsin or trypsin irvhibitor or pharmaceutical^ acceptable salts, 
acids, esters and other derivatives thereof. 

22. The method pi^&aim 19, wherein the protease inhibitor is 
c^-proteinase inhibitor (a^anftitfypsin), a 2 -macroglobin, inter-a^ -trypsin 
inhibitor, and aT-antichymotrypsin. 

23. The method of claim 19, wherein the protease inhibitor is 6- 
amidino-2-naphthyl p-guanidinobemzoate dimethanesulfonate or a 
pharmaceutical^ acceptable salt, aqid, ester and other derivatives thereof. 

24. The method of claim 1 wherein the disorder is selected 



from the group consisting of myocardial infarction), stroke, hemorrhagic 



shock, dia betic retinopathy, diabetes, and venous insufficiency. 

20 25. An article of manufacture, comprising packaging material and 

a pharmaceutical composition containing a protease inhibitor, contained 
within the packaging material, wpb^irTl^ composition is 

effective for lowering cell acjivatiolhor preventing increased cell 
activation, and the packaging matei\al^pludes a label that indicates that 
25 the pharmaceutical composition is used for lowering cell activation levels. 

26. The method of claim 25,\wherein the protease inhibitor is a 
serine protease inhibito) 

27. The method oT^siaiJ3a-26T^vl\erein the protease inhibitor is 
selected from among a^proteinase inhibitor (^-antitrypsin), a 2 - 

30 macroglobin, inter-G^ -trypsin inhibitor, and o^-antichymotrypsin. 
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28. The article of ntenufacture of claim 25, wherein the protease 
inhibitor is 6-amidino-2-naphthyl p-guanidinobenzoate dimethanesulfonate 
or a pharmaceutical^ acceptal^le salt, acid, ester and other derivatives 
thereof. 

29. A method for identifying compounds that lower eel 
activation levels, comprising-^ 

contacting eultureef cells wi\rj)a compositipprdT^laim 5 and a test 
compound, 

measuring the level of cell activation, and selecting compounds 
10 that inhibit the cell activation activity of the composition. 

J3JCL 




3retf^-#w-eeHs-are-ef*d^ 



31. The method of claim 28, wherein the cells are contacted 
with the composition prior to contacting^ the cells with the compound. 
15 32. A method of diagnafejs and treatment, comprising: 

assessing cell activation and, if elevated 



administering activation loWering therapy. 



33. The method of claim 32, wherein activation lowering therapy 
comprises modifications in diet and/or lifestyle. 
20 34. The method of claim 32, wherein activation lowering therapy 

comprises administration of a protease inhibitor. 

The-met hod of c l aim 32 , wheie i rv 

^ >R^^^ser\ne protease inhibited 




3§^-^"The method of claim 32, wherein the protease inhibitor is 
25 ^^etected from among ^-proteinase inhibitor (^-antitrypsin), a 2 - 

TTTacfoglo&tfrHfrt^^ arrdnar^ nt ich ymot fypsin-i — — . 

37. The article of manufacture of claim 25, wherein the protease 
inhibitor is 6-amidino-2-naphthyfp-guanidinobenzoate dimethanesulfonate 
or a pharmaceutical^ acc9#table salt, acid, ester and other derivatives 
30 thereof. 
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38. The method of claim 32, wherein activation lowering therapy 
comprises dialysis. 

39. A method for measuring\cell activation in a subject, 
comprising: \ p 

contacting quiescent cultured ce^ll^with a plasma from the subject, 
and detecting activation of the culturedVcells. 




0u7 
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